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DETAILED ACTION 

Applicant's response filed 11/21/2005 is acknowledged. 

Claims 1, 3-12, 14,19, 36, 37, 59, 61-68 and 70-75 are pending. Claims 9-12 and 
65-68 are withdrawn; claims 1, 3-8, 14-19, 36, 37, 59, 61-64 and 70-75 are under 
examination in the instant office action. 

Response to Arguments: Claim Objections 

In the response filed 11/21/2005, Applicant's have amended the claims 
appropriately, therefore the objection to claims 14, 15, 63, 70 and 71 is withdrawn . 

Response to Arguments: Claim Rejections - 35 USC § 112 

In the response filed 11/21/2005, Applicant's have amended claims 1 and 59 to 
recite specific integrin antagonists, therefore the written description and enablement 
rejections of claims 1 and 59 under 35 USC § 1 12, 1 st paragraph are withdrawn . 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 15 and 71 are newly rejected under 35 U.S.C. 112, second paragraph , as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 
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Claims 15 and 71 recite the limitation "wherein said antagonist is said RGD 
peptide, RGDS peptide, GRGDS peptide, GRGDTP peptide, GRGDSP peptide or 
echistatin". Claims 15 and 71 depend from claims 1 and 59, respectively. Claims 1 and 
59 recite an RGDS peptide, a GRGDS peptide, a GRGDSP peptide and a GRGDTP 
peptide but do not recite an RGD peptide, therefore, there is insufficient antecedent 
basis for this limitation in claims 15 and 71. Deleting the recitation "RGD peptide" from 
claims 15 and 71 will overcome this rejection. 

Response to Arguments: Claim Rejections - 35 USC § 102(b) 

Applicant's arguments filed 11/25/2005 have been fully considered but they are 
not persuasive. Applicants provide no specific reasoning for the traversal of the instant 
35 USC § 102(b) rejection. Applicants argue that claims 1 and 59 have been amended 
to refer to integrin antagonists that do not include amyloid-p. However, claims 1 and 59 
have been amended to recite, "wherein said antagonist is selected from the group 
consisting of function blocking anti-a5 subunit integrin antibody, function blocking anti-p1 
subunit integrin antibody, RGDS peptide, GRGDS peptide, GRGDSP peptide, GRGDTP 
peptide, echistatin and p-amyloid . Amyloid-p and p-amyloid are synonymous terms. For 
example, Matter et al (The Journal of Cell Biology, 141:1019-1030, 1998) recites 
"amyloid-p peptide (Ap)" in line 1 of the abstract and further recites "Ap is a 39-42 amino 
acid protein derived from proteolytic cleavage of a larger membrane-spanning 
glycoprotein, the amyloid precursor protein (APP)" (page 1019, col. 1, paragr. 3, line 1 
to col. 2, line 1). Sabo et al (Neuroscience Letters, 184:25-28, 1995) recites, "The major 
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core component of Alzheimer's plaques is an aggregated 40-42 amino acid peptide 
called p-amyloid (p/A4). The soluble monomeric peptide, derived from the larger p- 
amyloid precursor protein (APP)..." (page 25, col. 1, paragr. 1, lines 1-3). Matter and 
Sabo are referring to the same protein by various names including amyloid-p, Ap, p/A4 
or p-amyloid. 

Therefore, claims 1, 3, 4, 7, 8, 16-18, 37, 59, 63, 64, 72-74 remain rejected under 
35 U.S.C. 102(b) as being anticipated by Harris-White et al (The Journal of 
Neuroscience, 18:10366-10374, 1998) as evidenced by Sabo et al (Neuroscience 
Letters, 184:25-28, 1995) for reasons of record as set forth in the office action of 
8/19/2005. 

Response to Arguments: First Claim Rejections - 35 USC § 103(a) 

Applicant's arguments filed 11/21/2005 have been fully considered but they are 
not persuasive. In response to applicant's argument that the examiner's conclusion of 
obviousness is based upon improper hindsight reasoning, it must be recognized that 
any judgment on obviousness is in a sense necessarily a reconstruction based upon 
hindsight reasoning. But so long as it takes into account only knowledge which was 
within the level of ordinary skill at the time the claimed invention was made, and does 
not include knowledge gleaned only from the applicant's disclosure, such a 
reconstruction is proper. See In re McLaughlin, 443 F.2d 1392, 170 USPQ 209 (CCPA 
1971). 



Application/Control Number: 09/961 ,381 Page 5 

Art Unit: 1632 

Applicant argues that Harris-White, even in combination with Matter, does not 
teach or suggest the invention of claims 1, 5, 6, 36, 59, 61 and 62. Examiner maintains 
that it would have been obvious to an artisan of ordinary skill at the time of the invention 
to modify the hippocampal brain slice method of Harris-White by adding a substance 
prior to exposure to an integrin antagonist (i.e. amyloid-p) and to use the modified 
method to determine whether said substance is capable of inhibiting amyloid- 
p deposition as taught by Matter with a reasonable expectation of success. An artisan of 
ordinary skill would have been motivated to use the hippocampal brain slice assay of 
Harris-White because the brain slice assay is more reflective of the in vivo situation as 
recognized by Harris-White (page 10368, col. 1, parag. 1, lines 2-10). 

Therefore, claims 1, 5, 6, 36, 59, 61. 62 remain rejected under 35 U.S.C. 103(a) 
as being unpatentable over Harris-White et al (The Journal of Neuroscience, 18:10366- 
10374, 1998) as evidenced by Sabo et al (Neuroscience Letters, 184:25-28, 1995) in 
view of Matter et al (The Journal of Cell Biology, 141:1019-1030, 1998) for reasons of 
record as set forth in the office action of 8/1 9/2005. 

Response to Arguments: Second Claim Rejections - 35 USC § 103(a) 

Applicant's arguments filed 11/21/2005 have been fully considered but they are 
not persuasive. Applicant argues that "Matter did not determine whether DNA encoding 
integrin a5 ("the substance" according to the examiner's analysis) had an effect on any 
of amyloid- p's, anti-integrin a5 antibody's or the GRGDSP peptide's (the antagonist's) 
ability to induced (sic) sequestration, uptake or accumulation of amyloid". This argument 
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is not persuasive because Matter does teach, for example, that upon exposing 
untransfected cultures of IMR-32 cells to amyloid-p said cultures exhibit Ap (i.e. amyloid- 
p) matrix deposition. Thus, upon exposure to an integrin antagonist, in the instant case 
said integrin antagonist being amyloid-p, said cultures exhibit amyloid-p matrix 
deposition (see Figure 5). Next, Matter determines the effect of a substance (i.e. DNA 
encoding integrin a5) on amyloid-p matrix deposition. Specifically, Matter transfects said 
cultures with DNA encoding integrin a5 (the substance), exposes the transfected 
cultures to amyloid-p (the integrin antagonist) and observes the effect of said substance 
to be decreased amyloid-p matrix deposition (see Figure 5). Matter further teaches that 
adding an anti-a5 antibody (another integrin antagonist) neutralized the effect of the 
DNA encoding integrin a5 (i.e. increased amyloid-p matrix deposition; see Figure 5). 

Ultimately, Matter concludes that, 'The a5p1 integrin may play a role in the rapid 
clearance of Ap that occurs in the normal brain" (page 1027, col. 1, paragr. 1, lines 1-2), 
"clearance of soluble Ap can be mediated by the a5p1 integrin" (page 1027, col. 2, 
paragr. 1, lines 14-15) and "Our results suggest that a5p1 integrin may mediate the 
clearance of Ap, and that a5p1 may play a significant role in protecting the brain from 
the Ap-initiated pathology that in its extreme form causes AD" (page 1029, col. 1, 
paragr. 1, lines 10-13). Thus, it would have been clear to an artisan of ordinary skill at 
the time of the invention that integrin antagonists would inhibit the clearance of Ap, 
thereby promoting accumulation of Ap for example, and that utilizing said integrin 
antagonists in an in vitro system would allow one to screen substances for effects of 
said substances on said integrin antagonist-induced accumulation of Ap. 
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Therefore, claims 1. 14. 15. 59, 70, 71 remain rejected under 35 U.S.C. 103(a) 
as being unpatentable over Harris-White et al (The Journal of Neuroscience, 18:10366- 
10374, 1998) as evidenced by Sabo et al (Neuroscience Letters, 184:25-28, 1995) in 
view of Matter et al (The Journal of Cell Biology, 141:1019-1030, 1998) for reasons of 
record as set forth in the office action of 8/1 9/2005. 

Response to Arguments: Third Claim Rejections - 35 USC § 103(a) 

Applicant's arguments filed 11/21/2005 have been fully considered but they are 
not persuasive. Applicants argue that claims 1 and 59 have been amended to refer to 
integrin antagonists that do not include amyloid-p. However, claims 1 and 59 have been 
amended to recite, "wherein said antagonist is selected from the group consisting of 
function blocking anti-a5 subunit integrin antibody, function blocking anti-p1 subunit 
integrin antibody, RGDS peptide, GRGDS peptide, GRGDSP peptide, GRGDTP 
peptide, echistatin and p-amyloid . Amyloid-p and p-amyloid are synonymous terms. For 
example, Matter et al (The Journal of Cell Biology, 141:1019-1030, 1998) recites 
"amyloid-p peptide (Ap)" in line 1 of the abstract and further recites "Ap is a 39-42 amino 
acid protein derived from proteolytic cleavage of a larger membrane-spanning 
glycoprotein, the amyloid precursor protein (APP)" (page 1019, col. 1, paragr. 3, line 1 
to col. 2, line 1). Sabo et al (Neuroscience Letters, 184:25-28, 1995) recites, "The major 
core component of Alzheimer's plaques is an aggregated 40-42 amino acid peptide 
called p-amyloid (p/A4). The soluble monomeric peptide, derived from the larger p- 
amyloid precursor protein (APP)..." (page 25, col. 1, paragr. 1, lines 1-3). Matter and 
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Sabo are referring to the same protein by various names including amyloid-p, Ap, p/A4 
or p-amyloid. 

Further, Applicant argues that Hass does not cure the deficiencies of Harris- 
White. Examiner maintains that it would have been obvious to an artisan of ordinary skill 
at the time of the invention to modify the hippocampal brain slice method of Harris- 
White by substituting brain slices containing cells that are apoE deficient or apoE4 
expressing with a reasonable expectation of success. An artisan of ordinary skill would 
have been motivated to examine the effect of apoE deficiency or apoE4 overexpression 
on amyloid-p deposition because of the known protein-protein interaction between apoE 
and amyloid-p and because of the known genetic link between apoE and Alzheimer's 
disease as taught by Hass et al; and to use the hippocampal brain slice assay of Harris- 
White because the brain slice assay is more reflective of the in vivo situation as 
recognized by Harris-White (page 10368, col. 1, parag. 1, lines 2-10). 

Therefore, claims 1,19, 59, 75 remain rejected under 35 U.S.C. 103(a) as being 
unpatentable over Harris-White et al (The Journal of Neuroscience, 18:10366-10374, 
1998) as evidenced by Sabo et al (Neuroscience Letters, 184:25-28, 1995) in view of 
Hass et al (The Journal of Biological Chemistry, 273:13892-13897, 1998) for reasons of 
record as set forth in the office action of 8/19/2005. 

Conclusions 

No claims are allowed. 
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Applicant's amendment necessitated the new grounds of rejection presented in 
this office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Paul Dowell whose telephone number is 571-272-5540. 
The examiner can normally be reached on M-F, 8-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ram R. Shukla can be reached on 571-272-0735. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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